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L. Summary of Major Issues Identified by the Reviewer

Sponsor submitted 1 study (CNT 92-ARA0-002) for the evaluation of AZULFIDINE EN-tabs®
for the proposed indication.

1) The sponsor did not follow the protocol specified primary efficacy endpoint nor the protocol
specified statistical methods.

2) Analysis following the protocol specified endpoint and methods gives a p-value of 0.08,
which is bigger than p<0.01 from sponsor’s post-hoc analysis.

IL. Background and Introduction

The sponsor: submitted the current NDA for AZULFIDINE EN-tabs® (sulfasalazine delayed
released tablets, USP), for the treatment of Juvenile Rheumatoid Arthritis (JRA). The sponsor
currently markets AZULFIDINE EN-tabs (sulfasalazine released tablets, USP) approved under
NDA 20-465 and AZULFIDINE® Tablets (sulfasalazine tablets, USP) approved under NDA 7-
073 for Rheumatiod Arthritis.

The sponsor submitted results of one study, CTN 92-ARA0-002, titled “The Treatment of
Juvenile Chronic Arthritis with Sulfasalazine. A Controlled, Double-Blind, Randomised,
Multicenter Study of Suifasalazine versus Placebo™.



-

[II. Study CTN 92-ARA0O-002
IM.1. Protocol Synopsis

Design

A parallel, multicenter, placebo-controlled, randomized, double-blind study. The treatment
duration “for each patient was 24 weeks. Patients were randomized into 2 treatment groups,
sulfasalazine(SSZ) or placebo group. There were visits in weeks: 0, 2, 4, 6, 8, 10, 12, 18, 24.

Objective ,

The primary objective of this study was to evaluate the efficacy tolerability and safety of
sulphasalazine versus placebo in the management of JCA with regard to the success rate over a
six month treatment period in both groups.

Primary efficacy endpoints and statistical analysis methods (as specified in the protocol).

The primary efficacy variable was Success as defined by the following criteria:

a. Improvement of joint count (swelling or tendemness) by 2 grades or to 0 in 30% or more of
the responsive joints, with no development of activity in inactive joints, OR:

b. Improvement of joint count (swelling or tenderness) by 2 grades or to 0, in 50% or more of
responsive joints, with development of activity in 10% or less of the initially inactive joints.

The primary analysis was to follow the intent-to-treat (ITT) principle. For the treatment '

withdrawals the last available observation on treatment is carried forward to the remaining visits.
The response rate was to be analyzed using a Chi-Square test.

I0.2. Sponsor’s statistical analyses and results

As shown in table 1, the SSZ and placebo treatment groups were balanced in the demographics.
Also, as shown in table 2, no significant differences between treatment groups were found in the
baseline scores of the Swollen Joint, Ritchie, and Limitations. A total of 69 patients were
enrolled and randomized (35 SSZ, 34 placebo group). Of 69 enrolled patients, 68 were qualified
for the Intent-to-Treat analysis of efficacy: one patient from the placebo group was excluded
from the efficacy analysis because of ineligibility (incorrect diagnosis). A total of 52 patients
(75%) completed the 24-week trial.

Table 1. Demographic

PLACEBO SZZ P-VALUE
(N=34) (N=35)
Age (years): mean (SD) 9.7 (3.6) - 8.4(4.4) 0.18
Gender (M/F) 11/23 12723 0.86
Height (cm): mean (SD) 137 (23) 130 (27) 0.20
Weight (kg): mean (SD) 35.6 (15.1) 30.5 (15.7) 0.17

Ma=amale, Fefernale, SD=standard deviation
P-VALUEs are of Chi-square, Studeat’s t.



Table 2. Baseline ass .cment of the Swollen Joint, Ritchie, and Limitations Scores

On set type POLYARTICULAR PAUCIARTICULAR
Placebo SZZ Placebo SZZ
Scores (n=15) (n=16) P-value (n=18) (n=19) P-value
mean (SD) mean (SD) mean (SD) mean (SD)
Swollen 14.1 (9.8) 19.6 (15.0) 0.25 6.3 (5.2) 4.6 (3.2) 0.24
Ritchie 16.8 (16.6) 7.8 (8.9) 0.08 4.2 (4.5) 2.8(3.2) 0.29
Limitations 18.5 (26.4) 10.9 (9.2) 0.31 4.1 (5.6) 34 (3.5) 0.68

M=male, F=female, SD=standard deviation
P-VALUE:s are of Chi-square, Student’s t.
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TION E SSZ Placebo SSZ Placebo SSZ Placebo
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Table 4. Efficacy’analyses results performed by reviewer

POPULATION ANALYSIS METHOD DEPENDENT VARIABLE P-VALUE

ITT Chi-Square Trt group 0.082
Trt group, Onset type 0.078

Logistic regression Trt group, Baseline assessment 0.084

ITT, Polyarticular onset | Chi-Square Trt group 0.386
type only Logistic regression Trt group, Baseline assessment 0418
ITT, Pauciarticular onset | Chi-Square Trt group 0.097
type only” Logistic regression Trt group, Baseline assessment 0.067

IV. Conclusions

The sponsor claims significant effectiveness of the drug (p<0.01) in the final report. But, the -
sponsor’s analysis did not follow the protocol specified primary endpoint nor protocol specified

statistical methods. According to the reviewer’s calculation following the protocol specifications, -

the p-value is around 0.08. There is also only one randomized study in this submission. However, -

the current NDA is for the treatment of an extended population (pediatric patients) of juvenile

rheumatoid_ arthritis, and the current compound has been approved for the adult

-

population. Therefore whether the data from the currently submitted study provide sufficient
evidence for efficacy in JRA is left for the medical officer to make the final assessment.
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